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-DETAILED ACTION 



2. 



6. 



Claims 1-5,10-13, 16-25 and 3 1-32 are pending. 

Whcanfs election Wl thout traverse of Group I, clahns 1-5, 10-13 and 16-25, (now claims 1-5, 
Applicants electro free cham of 

10-13, 16-25, and 3 1-32) drawn to a compound that mnibits tne Dina g 
noglobulin, filed 4/16/02, is acknowledged. 



immu: 



3. Churns 1-5. 10-13. 1 6.2 5 .and31.32ar e bemgaoteduponin«hisOffice Action. 

4 . The n— a, reports crossed on, o„ PTO 1449 filed 1/9/01 have been cohered. 

5 Tne drawings, filed 1/9/01. are no. approved. Please see enclosed PTO 948, Notice o, 
Draftsperson's Patent Drawing Revew. Appropnate action ts requrred. 



The disclosure rs objected to because of tire following tnformaln,: "1c IX" on page 
should have been "Ig IX" Appropriate action is required. 

ThefollowingisaquotationofthefirstparagniphofSSU.S.C. 112: 
SSpl.ted by inventor of »rrvin 8 out hi. invention. 

Clarn. 1-5 10-13. 16-25 and 3 1-32 are reacted under 35 U.S.C. 1 12, firs, paragraph, because the 
listing of SEQ ID NO: 1 that inhibits tire brndmg of fa light chatn of rmmunoglobuhn <LC) 

im munog,obu>,„ (2, tire sa,d peptide also binds ,„ the free tight charn of immunoglobuhn; 

^ peptide has tire anuno acrd sequence AHWSOHCCL (SEQ ID NO: 1) and where,n w en 
S a,d compound and said peptide are present in equimolar amounts in a solution, sard peptide 
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reduces binding of said peptide to said free light chain of immunoglobulin by at least 5% or 10%, 
(3) the said compound reduces the binding of said peptide to the free light chain of 
immunoglobulin by at least 25%, 50%, 75% or 90% in vitro, (4) the said compound has a mass of 
less than 10 kDal, or 2 kDal and inhibits the binding of free light chain of immunoglobulin (LC) 
to mast cells in vitro, (5) a compound wherein the compound is a peptide consisting of SEQ ID 
NO 1 produced by the process recited in claim 22 wherein said compound has a mass less than 
10 kDal or a mass less than 2 kDal, and the said compound is an LC-bmding peptide fragment of 
Tamm-Horsfall glycoprotein for inhibiting the binding of free light chain of immunoglobulin 
(LC) to mast cells in vitro, does not reasonably provide enablement for (1) any compound that 
inhibits binding of free light chain of immunoglobulin (LC) to mast cells: wherein when the 
compound is in the presence of an equimolar quantity of the free light chain of immunoglobulin 
in a solution, the free light chain of immunoglobulin's bindings to said mast cells is reduced by at 
least 5%, (2) any compound binds to the free light chain of immunoglobulin; competes with a 
peptide for binding to the free light chain of immunoglobulin, wherein said peptide has the amino 
acid sequence AHWSGHCCL (SEQ ID NO. 1) and wherein when said compound and said 
peptide are present in equimolar amounts in a solution, said compound reduces binding of said 
peptide to said free light chain of imunoglobulin by at least 5%, (3) any compound mentioned 
above wherein the compound reduces the binding of said peptide to the free light chain of 
immunoglobulin by at least 10%, (4) any compound mentioned above wherein the compound is 
any peptidedomimeticum, (5) any compound mentioned above wherein the compound is a 
pharmaceutically acceptable compound, (6) any compound for treating any disease state in a 
subject, said disease state characterized by exhibiting: (i) a serum concentration of free light chain 
of immunoglobulin in serum of at least 8 mg/ml; (ii) a spinal fluid concentration of free light 
kappa-chain of immunoglobulin of at least 70 ug/1 and/or (iii) a spinal fluid concentration of free 
lamda-chain of immunoglobulin of at least 300 ug/1; said compound comprising wherein when 
the compound is in the presence of an equimolar quantity of free light chain of immunoglobulin 
(LC), reduces the equimolar quantity of LC's binding to mast cells present in solution therewith 
by at least 5%, (7) any compound mentioned above wherein the compound inhibits LC's binding 
to mast cells present in solution by at least 10%, (8) any compound mentioned above wherein the 
disease is selected from the group consisting of chronic inflammatory bowel disorders, viral 
injection and multiple sclerosis, (9) any pharmaceutical composition comprising any compound 
mentioned above that in the presence of an equimolar quantity of free light chain of 
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fir« hindine to mast cells present in the 
,„»,,„„ by a, leas, 5%, wi* a pharmaceutical,, accept* ™ fte Ugh , 

chain of mununoglobuhn by a. leas. 25 * 50 /, *. 

compound mentioned above wherein the compound has a mass .ess ton 

w compound produced by a process compnsmg screenrng a senes of compounds 

awy c° m P ounu F , : s 0 f compounds with an 

compound and a label and sard compound capaHe of i) bmd.ng the fr e Ugh, eta of 

, for bmdmg wrth the free „g . h ^ 
T rand compete with the peptide, (U) any compos F 

LC and comp of Tamm . H „rsfaU 

« has a mass ,ess *an 10 H£» aboye 

glycoprotein or any ^ ^ fo^ binding with LC and a peptide with the amino 

acid sequence AHWSGHLA^ ^ . 
L 5% when said compound and said peptide are present in a solo-on wrth sard LC 

11 and (15) Pharmaceuuca, common mentioned above wherein the 
equimolar amounts, and yv , n tn,l for treating any disease such as 

Th P .necification does not enable any person skilled in the art to wmc v 
C ^ t „rst„beco„s,deredinde— ^ -euunedto 

r=; 

UbFi^a iw, v sufficient working 

oftheclaimtheamountofdirectionorguidanceprov^thelackofsufflc 

amount of experimentation. 
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The specification discloses only three peptides selected from the group consrsting of SEQ 
The specitrcat ^ ^ ^ ^ ^ 

IDNO: 1-3 and only peptide consisting of SEQ ID NU. l a » 

freelightchainoflgb^ The 
freehghtch g 8 . j u ht chain but not the Ig heavy chain and mast 

mndstol—uromoduhn, which .aTa^-HorseM^ycoprC^CrHPXSeepageUo 

^te^— ^ 

— ofTanrnt-Horsefa-g^^ 

cnromc inflammatory bowel disorders, „ra. .nfecon and muluple sclerose Th, 

^.dance and wording example rn the specif.cat.on as filed rha« prevent ^ 

ehain bmding ro mas, cells usmg ^ compound, ^ pep* fra g mcn, °« 
lcoprote ta or fln ydenvanve*ercofme„ tt onedabove,,»clud,n S SEQID N 0.1,w, 11 

Z chrome m—ory ^1 Orders, vua, .nfeCon and multmle scleros,, * « 
DNA or^RNA. Theneisnosuuc.reass^wi.hmn^for.hcenn comp und ^ The 
consrjrtng of SEQ ID NO: . ,„h W ,sd,eb i nd 1 n g o flg , lg h t cha I n to mas t ce, 1 s^ I ^ G,ve»*e 

w ,H*b 1 , te bi n d mg o f fieel lg h.cha 1 „of ml «,ob u li„ t omas,cell, 1 „«un,, would be 
.sefulfor.reatingjus.anyd.easesuchasfconesmentionedabo^ 

Ngo 0/ teach that the amino acid positions within the polypeptide/protein that can 

cnUca, to ntamtam *e protem's su— „c,.on wUl remnre gmdance (See Ng o e. aT, 
Tbe Protem Eo,din g Problem and Tertiary SU.cU.re Pred.ct.on, pp. 4,2-49 , — act of 
^.dance and workrng examples, proofing what changes can be made ,0 the -sclosed 
Impound or pepUde ma, after subsmuuon, deletron, msertron and/or mod,f„„ reUm 
,0* secure and have smnlar hmcon as peptrde of SEQ ID NO: 1 ,s unpredrctable. 
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Further there are insufficient in vivo working examples that any compound mentioned 
above could treat just any disease such as asthma, allergy, chrome inflammatory bowel disorders, 

viral infection and multiple sclerosis. 

Redegeld et al teach that currently no pathophysiological role for secreted IgLCs has 
been documented. Free light chain immunoglobulin does not activate gamma chain of the Fey 
chain associated with the Fc receptors such as FceRI, and FcyRIII, which are expressed on mast 
cell IgLC mediated mast cells is independent of complement activation. Redegeld et al further 
teach IgLC antagonist such as F991 , which is a 9mers peptide (AHWSGHCCL) can prevent 
hapten-induced ear swelling, which is contact delayed hypersensitivity reaction. Given that 
currently no pathophysiological role for secreted IgLCs has been documented, it is not predictable 
which undisclosed compound would be effective in treating any disease such as the ones 
mentioned above. A pharmaceutical composition in the absence of in vivo data are unpredictable 
forthe following reasons; (l)the compound such as peptide may be inactivated before producing 
an effect, i.e. such as proteolytic degradation; (2) the compound such as peptide may not reach 
the target area because, i.e. the peptide may not be able to stay in circulation or target to 
elsewhere or where the peptide has no effect; and (3) other functional properties, known or 
unknown, may make the peptide unsuitable for in vivo therapeutic use, i.e. such as adverse side 
effects prohibitive to the use of such treatment. See page 1338, footnote 7 of Ex parte Aggarwal, 
23 USPQ2d 1334 (PTO Bd. Pat App. & Inter. 1992). Without knowing the specific structure of 
undisclosed compound, "peptide fragment" of Tamm-Horsefall glycoprotein, "derivative thereof 
and not to mentioned peptidomimeticum of any undisclosed compound, it is unpredictable which 
undisclosed compound, peptide fragment and derivative thereof would be useful for inhibiting the 
binding of free light chain immunoglobulin to mast cells, in turn, for treating just any disease. 
Even if the compound wherein the compound is a peptide consisting of SEQ ID NO: 1 is 
disclosed and has demonstrated that it prevents the binding of free light chain immunoglobulin to 
mast cells in vitro, neither the circumstantial evidence nor the art teach that preventing the 
interaction of Ig light chain with mast cell would unequivocally reduce sensitization to any 
allergen, in turn, useful for treating asthma, let alone treating inflammatory bowel disease, viral 
infection, and multiple sclerosis. Further, given that the claimed compound has to be in 
equimolar amounts in a solution in order to reduce the binding of the free light chains to mast 
cells even in vitro only by 5% when in vivo mast cells are usually reside in tissues and very 
heterogeneous in nature, it is not obvious how any compound when in equimolar concentration as 
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the free light chains of the immunoglobulin in serum atleast 8 me/1, or to spinal fluid 

bating any disease fa a subject such as vral infection and * sc,eros,s since free I* 
chain immunoglobutin doe S no, even activate gamma chain of the Fcv chain associated w«h *. 
Ferecep^suchasFcsRI.ardFcymilu.a.aree^sedonmas.ce.las^ugh.byRedege.d.r 

al discussed supra. 

Van Moot « a/ teach that models of autonnmune drseases depends on numerous factors 
such as animal stratus used, the antigens used, the immunization protocol used, especially some 
protocol for EAE that result in a stngle acute eptsode while others mduce chrome . rclapsmg 
di «(^ W 16S.169>p^.V-N 1 «--«^1i-^«'^« W 
does no, result to «he developmen, of relapse and die clinical course may be different . *an *a 
after tteatinen, with other antigen such as SCH and PLP (See page 170, to particular). Given me 
indefimte number of autoimmune dtseases that differ with respect to animal strams used, the 
antigens used, me immunization protocol used in light of the teachmg of me specification w«h 
respect to inhtbiting the binding of tmmunoglobulin light chatn to mas, cell in the literature, ,. 
wouldtitkeundueamountofexperimentimontopracticemeclaimedinvention. Giventhe 

undtsclosed compound is not enabled, it follows that any compound that reduces the bmdtng of 
mr peptide to me free light chato of immunoglobulin by a, leas, 25%, 50% 75% or ,0% » no, 
enabled 1, also follows ma. any undtsclosed compound ma, has amass of , ess man 10 kDa! or 2 



kDal is not enabled. 

Wi,h regard ,0 claim 22, mere ,s insufftcien. guidance and lack of workmg examples for 
screenmg compound or any compound produced by a process rectted in claim 22 where the 
screening process comprising mcubatmg any compound with an admixture compnstng LC and 
any labeled compound, satd labeled compound compnstng any compound and any label and satd 
compound is capable of binding the free Ugh, chain of tmmunoglobuhn and competing wtth a 
peptide (SEQ ID NO: 1) for binding to the free light chain and isolating the compounds which 
bind LC and complete with the peptide. Further, the compound is any LC-binding peptide 
fragment of Tamm-Horsfall glycoprotein or any derivative thereof, there ,s insufficient gmdance 
and working example as to which undisclosed peptide fragment of Tamm-HorsfaU glycoprotein is 
capable of binding to LC, There is no structure (ammo acid residues) associated wim the term 
"peptide fragment". Given the indefimte number of undisclosed LC-binding peptide fragment, it 
,s unpredictable which undisclosed peptide fragment of Tamm-Horsfall glycoprotein would b,nd 
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to LC. Since the LC-bmding peptide fragment is not enabled, it follows that any derivative 

thereof is not enable. 

For these reasons, it would require undue experimentation even for one skilled in the art 
to practice the claimed mvention. See page 1338, footnote 7 of Ex parte Aggarwal, 23 USPQ2d 
1334 (PTO Bd. Pat App. & Inter. 1992). In re wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. 
Cir 1988) the decision of the court indicates that the more unpredictable the area is, the more 
specific enablement is necessary. In view of the quantity of experimentation necessary, the 
limited working examples, the unpredictability of the art, the lack of sufficient guidance m the 
specification and the breadth of the claims, it would take an undue amount of experimentation for 
one skilled in the art to practice the claimed invention. 

9 Claims 1-5, 10-13, 16-25 and 31-32 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor, at the time the application 
was filed, had possession of the claimed invention. 

The specification does not reasonably provide a written description of (1) any 
compound that inhibits binding of free light chain of immunoglobulin (LC) to mast cells: wherein 
when the compound is in the presence of an equimolar quantity of the free light chain of 
immunoglobulin in a solution, the free light chain of immunoglobulin's bindings to said mast 
cells is reduced by at least 5%, (2) any compound binds to the free light chain of 
immunoglobulin; competes with a peptide for binding to the free light chain of immunoglobulin, 
wherein said peptide has the amino acid sequence AHWSGHCCL (SEQ ID NO: 1) and wherein 
when said compound and said peptide are present in equimolar amounts in a solution, said 
compound reduces binding of said peptide to said free light chain of imunoglobulin by at least 
5% (3) any compound mentioned above wherein the compound reduces the binding of said 
peptide to the free light chain of immunoglobulm by at least 10%, (4) any compound mentioned 
above wherein the compound is any peptidedomimeticum, (5) any compound mentioned above 
wherein the compound is a pharmaceutically acceptable compound, (6) any compound for 
treating any disease state in a subject, said disease state characterized by exhibiting: (i) a serum 
concentration of free tight chain of immunoglobulin in serum of at least 8 mg/ml; (ii) a spinal 
fluid concentration of free light kappa-chain of immunoglobulin of at least 70 ug/1 and/or (in) a 
spinal fluid concentration of free lamda-chain of immunoglobulin of at least 300 ug/1; said 
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■ k i™ n rl reduces the equ motor quantity of LC s Binding 10 hi*. 
free Ikht chain of immunoglobulin (LC), reduces me e 4 i 

8 ,.,..,„, w m « compound mentioned above wherein the 

cells present in solution therewith by at least 5/., (7) »»vcompo 

compound inhibit, LC's binding.mas, ceUs presentin so^onby atleas, 10/. (8,^ 
Im ound mentioned above wherein die disease is selected from the group consisting * *» 
Inmatory bowel disorders, vrra, and multiple sclerosis, (9, any pharmaceutical 

ouauutv of free light chain of immunoglobulin (LC), reduces me equnuolar quantity of IX s 

binding of said peptide to the free light chain of immunoglobulin by a, leas. 25 *»* 7 " 
iTl ) ^ peptidomimeticum compound mentioned above wherein the compound has a «. 
I (.» compound produced by a process composing screenm a 

1 of compounds wherein said screening comprising (a, incubating any compoun d ft m 
I of com ounds witi, an admixmre comprising LC and any labeled compound, said. abed 

free igh, chain of immunoglobulm, and i.) competing wi* a peptide witi, me ammo acid 
sequence of SEQ ID NO: 1 for binding with the free light chain of immunoglobulin arid 
"Zounds which bind LC and compete with the peptide, (13, any compound pioduced hy 

Imposition mentioned above wherein the compound binds LC; competes for bmding with LC 
rap^dew^^aminoacidsequenceAHWSGHCCLCSEQIDNO^andreduceshinding 

0 f said pep.* with LC by at leas, 5% when said compound and said peptide are present in 
Z - 1 -id LC ,n equimolar amounts, and (1 5, any pharmaceutical composition mentioned 

disease such as asmnia, ahergy, chronic — "owe, Orders, .ral infection, and 

, , < A nf SFO ID NO" 1 at 0 25mg/ml and 0.5 mg/ml can inhibit free light 
TD NO- 1-3 and only peptide of bbq ilJ inu. i ai & 

„ rc„ n a .e 8 and Fig 1 of the specification). The specification 
chain of Ig binding to mast cells (See page 8, and r-ig v 

also discloses that TNP specific Ig light chain but not the Ig heavy chain and mast cell are 
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, • , • To^m Hnrsefall glycoprotein ( 1 HF) pee 
human uromodulin, which is a Tamm-Horselaii giy p 

irr^ogiooulinton^ceUs*^ °""^ k ° ^ mt « iBhfc »« 
mh i blt ,he Wndingof 6- h* cha,n of og W-» ^ ^ 
w on,d conctade «- *e fads » P-de a 

t0 Scribe ft. genus. Uns, was no, » possess, . <* «ne 

„ . »* . R « Description" Re,— Federal Resist 

Applications Under the 35 U.b.L. i u, II 
Vol. 66, No. 4, pages 1099-1 111, Friday January 5, 2001 . 

inventl0n ' », • ?? line 5 and "compound" claim 22 line 6 

The recitation of "labeled compound in claim 22 line 5 and P 

, k- , As written it is not clear the claimed compound or the labeled 
is indefinite and ambiguous. As written, competing the 

with peptide of SEQ ID NO. 

ordinary skilled in the art cannot appraise the metes and 
Appropriate correction is required. 



10. 



11. 



t t 

W Page 11 

Application/Control Number: 09/756,899 

Art Unit: 1644 

n c»ms,- 5 M,^-^-*-- .^asbemganticrpatedbv 
Huang „ *i (i Clin Inves. 99(4). 732-36, .997; PTO .449). 

producedbyaprocesscompnsmgscreenm «»-»• » y Ue 

» ,mmu„og,obu„„ hgm chant (LC (See Methods, ™™ * • ^ ^ 

rrfOT ce peptide - .denfcal to *e claimed compound * »ta-P 

• , nf SFO ID NO 1, which has the amino acid sequence ahw 

totheclaimedpepUdeofSEQIDNU. , ^ reference compound can reduce the 

^ng^ththefreelightchainofimmunog lobulin ' ^50* 

, • ^n P ntideAHWSGHCCL with immunoglobulin light cnainv jy 

peptide are present i. equimolar amounts (See Table m,c - . Horsfell 
refe rence cotnponnd AHWSGHCCL ,s anLC-b.nd.ng pep., e fragment ofTam 

molecular weight of each ofthe am.no ac ds ( 7 + ,5 5+ 20 

, l5 fcDal. Stnce the reference compound ,s me sam * cl»™dc P 

mmbiatnebindtngoff^ — 

. • • tlip nrP c e nce of an equimolar quantity ofthe tree ngm ui* 
compound » . P-™ ° wlth the clMmed pept.de 

in a so>u,,on by at leas. 5 /., and *»\ 0 fSEQlDNO: lto reduced .he binding of me 

having me amino acid sequence AHWSGHCCL ot Set* claims 10 and 12 are 

of treating a dtsease such as .he ones rected ,n c,a.m 12 d»~-d , 

a ic in thp nresence of an equimolar quantity ot tree iignv c 
'pZI*— nrmpnsmg.hereferencecompounda.dasolu.onsuchasPBS, 
I^pharrJuttcal acceptable earner or d„ue». «See page 733, column 1, 
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13. No claim is allowed. 



14. 



15. 



My ,„,„„, coding this communication o, earlier cornmumcations from the exarnmer shoul 
tTdZl W Phuons Huynh .hose telephone number * <™3) 308-4844. The 

„*,, the exam.ner, supervisor, Chnstina Chan can be reached. 7 
Technology Center 1600 reception,* whose telephone number ,s (703) 308-0196. 
PapcrsrelaUd.otoapplMonmaybesubnnnec^Teehno.ogyCenter ,6C»byfacsMle 

Gazette, 1096 OC 30 (November 15, 1989). The CM1 Fax Center telephone number (703) 
305-7401. 
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